The presence of auto-antibodies in Hashimoto's disease was first described in 1956 (Roitt, Doniach, Campbell, and Vaughan-Hudson) . Their importance as an aid to the diagnosis of the condition is generally accepted even if their role in producing cell damage is not. The test for precipitating antithyroglobulin is in common use but this antibody cannot be detected in many cases of the disease. The presence of nonprecipitating antithyroglobulin in the serum of certain cases of Hashimoto's disease was described by Goudie, Anderson, and Gray (1959) who found that this antibody produced between serum and thyroglobulin 'wells' on an Ouchterlony plate a line of clearing in the agar's slight milky opacity. This was shown by chemical means to be a zone of high protein concentration. It was also noted by these workers that sera producing this phenomenon had enhancing properties, i.e., when they were allowed to diffuse into the area of agar between a 'well' containing thyroglobulin and a 'well' containing serum from certain precipitin-negative cases of Hashimoto's disease, a precipitate appeared which did not do so in the absence of the enhancing serum.
This clearing phenomenon was observed independently in this laboratory and no doubt in others also. Two patients with such sera have been encountered, and one of these, patient L, has been observed over a period of three years and her thyroid gland examined histologically. The other, patient M, has been observed for a much shorter period. Serum from the latter gave a line of clearing unaccompanied by precipitate. That from patient L has shown a transition over the years through the Received for publication 14 October 1960. phases (1) line of precipitate only, (2) line of precipitate plus line of clearing, (3) line of clearing only, and (4) no reaction. The sera from these patients will be named L and M. Their value as enhancing sera was compared and the effect of combining them was tested.
METHODS
All precipitin tests were made on Ouchterlony plates at room temperature, using 075% Difco agar in physiological saline in which 0-03% sodium azide was incorporated to minimize contamination. The antigen used was a crude saline extract of thyroid gland obtained at operation. The gland was frozen, sliced thinly, and left at 4°C. for 48 hr. in three times its bulk of physiological saline. The supematant fluid was centrifuged to remove particulate matter and was stored in the frozen state; it was diluted 1 in 4 in saline for use.
Two types of test were used. In the first (Fig. I ) the enhancing serum (in this case M) was set up alongside four precipitin-negative Hashimoto sera and allowed to diffuse into the area of agar between test sera and antigen. In the second, mixtures of enhancing and test sera in various proportions were set up directly against antigen.
The titre of 'clear line' non-precipitating antithyroglobulin in serum L and serum M was determined approximately by testing doubling dilutions of the serum against antigen, the titre being that dilution still giving a line of clearing.
Tanned red cell tests were made with Burroughs Wellcome reagents using the method recommended by the makers. Figure 2 shows that an enhancing serum fails to affect the outcome when a strong precipitin is present in the 533 J. M. Moore (Table II) .
RESULTS
Serum L and serum M both gave titres of 1/25,000 with the tanned red cell test, and eight of the sera from group 2 capable of enhancement which were tested gave titres ranging from 1/2,500 to 1/25,000. Serum precipitin reactions in Hashimnoto's thyroiditis (Brewer and Orr, 1953) . The serum component causing a line of clearing in agar was detected one year before the gland enlarged and persisted for six months after partial thyroidectomy.
DISCUSSION
The eight precipitin-negative sera tested for antithyroglobulin and capable of enhancement all showed substantial tanned red cell titres. Other sera with similar titres gave a positive precipitin reaction. 
